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The Challenge of Treating
Advanced/Recurrent Endometrial Cancer

Despite frequent initial-or subsequent—treatment responses, prolonged
remission or curative intent remain elusive for most patients with metastatic

solid tumors

Greatest contributor to cancer mortality: treatment-resistant,
metastatic disease

5-year survival for patients with advanced/recurrent endometrial cancer
disease 15-20%

oCarboplatin/paclitaxel (C/P). standard of care

oC/P alone in GOG/NRG Oncology trials: Median PFS rates of patients
with biomarker unselected or mismatch repair proficient tumors ~8-13
months

o High-grade or measurable disease, tumors with rare histologies, non-
Hispanic Black women

The reality: cytotoxic che_motherap_y |§ only moderately effective in EC GOG COUNDATION®
Tumoral molecular/mutational profile is key Fransforming the standard of care”
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A Decade of Practice-Changing Advancements in the

Treatment of Advanced-Stage Endometrial Carcinoma
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Talk Objectives

 Appraise the current clinical trials landscape in the treatment of
advanced endometrial carcinoma

 Review how novel treatment options targeting tumor-specific
biomarkers have ushered in a new era of precision and personalized |
cancer therapeutics * Choice

o Adjuvant Overload!
o First-line Metastatic/Recurrent

e The paradox
 Discuss where we go from here in practice and trial design: can we of choice
clarify post-surgery or first-line recurrence treatment strategies for you
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PORTEC-3 Study Design

De Boer et al, Lancet

Oncol, 2019 GOG FOUNDATION



PORTEC-3 Results



GOG 258 Study Design



GOG 258

SGO 2023 Annual Meeting: Recurrence-free
survival was not improved with the combination over
chemotherapy alone. After a median follow-up of 112

months, the HR for overall survival with
chemoradiotherapy (CRT) was 1.05.
Local recurrences better with CRT, but increased
distant recurrences

Matei, N Engl J Med 2019; 380:2317-2326
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PORTEC-3 and GOG 258 molecular
analyses

Clements et al, IGCS 2023 GOG FOUNDATION
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GOG 0086-P: p53






P53 wild type maintenance therapy

Makker et al, JCO, GOG
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e 61 patients with advanced
stage/recurrent HER2+ USC

e 3+ IHC, or 2+ with FISH +
(modified 2007 ASCO/CAP)

e Measurable/non-measurable
disease
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Improvement in PFS and OS for Advanced-Stage
Disease with Addition of Trastuzumab
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NRG-GYO18
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GYO018 (816 pts) RUBY (494 pts)

AtTENnd (550 pts) Mito End-3 (125 pts)

Duo-E (718 pts)

Experimental Arm(s) Pembrolizumab Dostarlimab Atezolizumab Avelumab Durvalumab (PDL1) +/-
C/IP +.... (PD-1) (PD-1) (PDL1) (PDL1) olaparib (PARPI)
Study design; primary |RP3; PFSin parallel |RP3; PFSand OS |RP3; PFS and OS RP2; PFS RP3; PFS in Durvav.
endpoint dMMR & pMMR Control
cohorts PFS in Duva+Olav.
Control
Measurable YES YES YES YES YES
or evaluable
Stage IllI/IV
Non-measurable Stage | YES YES NO YES
VB
Serous, Clear-Cell, YES YES YES YES YES
Mixed Histologies
Carcinosarcoma NO YES YES NO YES
Recurrent Disease (%) |YES YES YES NO YES
Performance Status 0-2 0-1 0-2 0-1 0-1
Prior Radiation YES YES YES YES YES
Prior Chemotherapy YES YES YES YES YES
Time Since =212 months =26 months =26 months =26 months =212 months
Adjuvant Chemo
Duration of 14 cycles (~2 years) 3 years Disease progression, |Disease progression, Disease progression,

maintenance therapy

toxicity, or other
iIndication

toxicity, or other indication

Modified from Drs Arend and Backes

toxicity, or other
iIndication
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Courtesy of Christian Marth, MD
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OS Data: No benefit in All Comers-
Ruby, AtTEnd, Mito End-3

RUBY

AtTENd

Mito End-3
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NRG-GY018 Forest Plot



Durability of Response in Patients on GY018-
Placebo



Durability of Response in Patients on GY(018-
Pembrolizumab



NRG-GY018 Ad hoc Analyses



DUO-E
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DUO-E



Joly-Lobbdez ESMO 2023 GOG OUNBATION:



Utola PFS: ITT



Utola PFS by p53, HRD, or Both
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KEYNOTE-C93/GOG-3064/ENGOT-en15: A phase 3,
randomized, open-label study of first-line pembrolizumab
versus platinum-doublet chemotherapy in mismatch repair
deficient advanced or recurrent endometrial carcinoma.

Courtesy of Shannon Westin, MD GOG FOUNDATION



Summary

Remarkable progress in treatment of upfront advanced/first-line recurrent endometrial cancer (EC)
based on advancements in molecular understanding and development of novel drugs that target
specific tumoral mutations/aberrations and protein expression levels

Carboplatin/paclitaxel remains an important backbone of treatment for advanced/recurrent disease

o Only moderate and limited effectiveness, associated with relatively short PFS and high, unsalvagable
recurrence rates

o0 Escalation/add-on trial strategies appropriate in this setting, especially when treating patients with pMMR,
HER2 expressed/amplified, or p53 aberrant disease

Endometrial cancer has great genomic heterogeneity

Molecular profiling of EC tumors allows GYN and medical oncologists to realize the promise of
precision-based medicine-several molecular biomarkers are prognostic and predictive

o Test all patients and test early!

o Targeted therapy options based upon mismatch repair status and HER?2

o0 Emerging therapeutic options for p53 aberrant v wildtype tumors and HRD positive EC

o Will molecular testing also allow for smarter radiation therapy strategies?

Ongoing and future trials will help clarify optimal treatment

G
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Thank you

* GOG-F, Dr. Tom Herzog, Ms. Jenna Cummins, Ms. Cor|
Niskala, Ms. Lindsey Moeller

* Dr. Angeles Alvarez Secord
* Our patients

* All trial investigators, local trial Pls, colleagues
enrolling
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